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VERSION WITH MARKINGS TO SHOW CHANGES MADE 



In the specification: 

The subunits of the PAPP-A/proMBP complex can be 
irreversibly separated by reduction of disulfide bonds and 
denaturation (Oxvig et al., 1993, J Biol Chem 268, 12243-6). 
In reducing SDS-PAGE, the PAPP-A subunit has an apparent 
molecular weight of 200 kDa (Oxvig et al., 1994, Biochim 
Biophys Acta 1201, 415-23) , and its 1547-residue sequence is 
known from cloned cDNA (Kristensen et al . , 1994, Biochemistry 
33, 1592-8). PAPP-A is synthesized as a pre-pro-protein 
(preproPAPP-A) , including a 80-residue pre-pro-piece (Haaning 
et al., 1996, Eur J Biochem 237, 159-63). No proteins with 
global homology to PAPP-A has been reported in the literature, 
but PAPP-A contains sequence motifs, including an elongated 
zinc binding motif (HEXXHXXGXXH) (SEP ID NO: 26) at. position 
482-492 (numbering according to Kristensen et al . , 1994, 
Biochemistry 33, 1592-8) . This motif and a structurally 
important methionine residue, also thought to reside in PAPP-A 
at position 556, are strictly conserved within the metzincins, 
a superfamily of zinc peptidases: astacins, adamalysins (or 
reprolysins ) , serralysins and matrixins (matrix 

metalloproteinases or MMP's) (Bode et al., 1993, FEBS Lett 331, 
134-40; Stocker et al . , 1995, Protein Sci 4, 823-40). 
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